{19) ]^^^mfjim^mm 

(43) SI^^MB 
2003 ^5 <^ 30 H (30.05.2003) 




PCX 



lllllllllllllllllllllllllllllllllllllllllllllli^ 

(10) Sl^^fflS^ 
WO 03/043655 Al 



(51) iaiS*#ffF^J'S'': A61K 45/00, 31/19, 

31/501, 31/553, A61P 13/00, 13/10, 43/00 



(21) mmmmm^: 

(22) SISffillH: 

(25) mf^tamomm: 

(26) m^^FjflOmiS: 

(30) ffiSfe^T^-^': 

Si 2001-353303 



PCT/JP02/12000 
2002^11 ^18 H (18.11.2002) 



2001 ^11 ^ 19 H (19.11.2001) JP 

(71) fflMA r*H*l^<^■C®«^HlcoL^-c;: /Mf 
^iaXlSlttiC#tt (ONO PHARMACEUTICAL CO., 
LTD.) [JP/JP]; T 541-8526 ^BSJS ^HSrlT «f *EjH* 
Hi 2 T a ^W5^ Osaka (JP). 



(72) fccfcU: 

(75) f|B.B#/aiMiA ^LllJ 

(MARUYAMA,Takayuki) [JP/JP]; T 618-8585 :*:BSfl^ 
Ha,?|5 a,3|s:fflr^#3Ti 1 Si ^/Mf^PnXlll* 
7k«Sli^#W35FJfrt Osaka (JP). Sfif' «* 
(NONAKA,Shigeyuki) [JP/JP]; =r 618-8585 ;*:I3SJ# H 

iCistt ^mMn-Bm^m\^ osaka(jp). uu* jss& 

(YAMAMOTO,Hiroshi) [JP/JP]; T 541-8526 ^B5Iff 
lErfT tfi^|SJH*BT2TS 1 S 5 ^ /Mf ain=pX«1* 
iC^ttW Osaka (JP). /J^W S (KOBAYASHI,Kaoru) 
[JP/JP]; =r 61 8-8585 :Km^ HS1I5 S:*;Bt4S# 3 T g 

F*? Osaka (JP). 

(74) f^SA: AS #Pi»> (OHIE,Kunihisa); =r 103-0013 

ia5tt:*|E H*1tAfl^BT2Tg 2»6^ffi30m2 If 
JU 7 Pg AS*#l*F»^Pjf Tokyo (JP). 



(54) Title: REMEDIES FOR URINARY FREQUENCY 

(54) m^<D^m: mm(D}^mM 

(57) Abstract: Remedies and/or preventives for urinary frequency which comprise a compound having an antagonism to the EPi 
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Ar^°-W°-Ar^°-X^-W° (G) 

i^rt|5$. fl-J^^>\ #?f0^ifei«Ji. -^-v'^i' h^. -<:/v^ 

Tfi. US 4 1 3 2 8 4 7^P^^»t^S2tt$nf::2, 3, 6-gife-4-f 
n ly^M^. E P 1 6 0 4 O 8 -^B^lEB#t^tS«c$ tLfcN-T/^^:::^/^- 3 - 

20 t Kn^v'^>':/ [b] 5=-;^:7ai:/- 2 ^ K^^ft:^ EP 1 
9 3 8 2 2-^PJ^ia#lcta^$tLfcv^-<>-^y;^=3{^-fert''Vi7/l-7Ki/^t K^v^ K 
mMW-. E P 2 1 8 0 7 7-^0^|;ffl»l^t2«c$:Jxfc8 n ^i;?-<vy;r=3ri^ 
if t°^^- 1 0 -1o;Vi^:ym^ K7 K^^^$:. US477568 Q^WiWm 
l-iEtt$ ttfc v-i^ h [ b ] K— /WT/V:* E P 3 0 0 

25 6 7 6-^P^^#t^lB^$tbfc9-^>'v^/^v^:7/U;rn7" h ^ t Kp;^/W-<:/ 
y EP480641 -i-P>giffl»i^fE«c^tVfcHm^^x n^M 
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mi^. E p 5 1 2 3 9 9^mmm\^mm^nfci^^>'y:t^-^^^ii°>mmw^. 
E p 5 1 2 4 0 o^-mmm^tim^titii^^:^y:t^-^-if\^°'^mmi^. e p 
5 3 4 6 6 T^-mmmi^mm^fitcE.m^^'rx^mmmi^. wo 9 3^07 
1 3 1 o-Tv^/uv'-<:/y;*-^i^if 5^T-^'t° 

5 ^-^fcfiv^Tif E P 5 3 9 9 7 7 ^0^^#{^|Eife$ttfc 

y;e-dr1^-^^e^^#^i|s:, WO 9 3/1 3 0 8 2 -^PJ^#J;if2« ^tt fc 
t°>'*fc{*v'^:/y^T-^t"':/M^^*:, US528159 
*B#t^lS«$nfcv^-<^y';^=3r-y-if fc°>';(7/l/4?^^^2»#:. U S 5 3 0 4 6 
4-^P>g^#tc|a^$ttfcN-;<7/W/^v'/^v^-<>y^;d-=¥-y-if t°V^^^, U S 
10 5 3 2 4 7 2 2-^?g^»J'iE«$tbfcv'-<^y:r^i^if t°>'^##:. US 5 

3 5 4 7 4 6^§g^ffl#{:ifB^$Hfciv^^>'X^T^fc{i;4-^f-T-if t°:=i/^- 
3-iXi^ n-y^^'7^>-- 1 , 2-v^;^>'^#^*:. US535474 7-^^^*tc: 
l2m$tLfcv'-<i^y:^=3ri^if fc*:/^fc{iv^-<^^y^rif t'^^^flc, US 5 

4 2 0 2 7 O■^0^^ffl*^'|H«^tl.fci>-<V>/::^-=3^i^-^t'•>*fc«v^-<>'^/^ 
15 Tif t°:/^*fls. US544195 0 ^P.giffl»t^lE^$;JxfcTif t°>^^f$:. 

E P 6 9 4 5 4 6^B>g^»t^lB^$;jx:rc:v^^>'>/:^^1h-^'t''>'^#^*:. WO 

9 6/0 3 3 8 o^-mmmi^mm^fhtc:t/uhTV—/i-?^ y^x/-T^)—)v 

^^/WT ^ y US550407 7 -^PJlH»(^tStt$ t^fc v^-< 

^y;^=¥lfif t°>':^fc{iv^^>'y'^T-e t-^'^sgft:. WO 9 6/1 19 0 2 
20 -^P^^^lCfE^^tV/d^W^^M^fls. EP752421 -^PJ^ffl^f^lB^^ 
fc;^/u ha^^^'ft-a^;^. wo 97/0086 4-i-^^|ffl#^ctEi^$^^fc^ 
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10 X^fi, -CH=CH-, -CFa-s -CHF-. - (CHg) „c-*/c{i 
- (CH2) pc-CH=CH--efc>9 ; 

Y^fi, -CH (OH) -NR^^-, -S-, -S (O) -S (O) 
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(1) X*=;6S-CH=CH-. - (CH2) „c-*fc{i- (CH2) pc-CH=C 
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(3)q^;6S i-efe>9. m^:d5 1, 2, 3, 4, 5 ^ fcfi 6 "Cfc . ^ UT A r ^ 

m^fi. 0~6T'$>I9 (mU. xCyJS- (CHj) „c-■C*^^9^ q^^dU-efc 
"9, Y^;6S-o-, -S-. -S (O) -^f'fl-S (O) 2--Cfc!9. 

(4) wo 9 6/0 6 8 2 2-^tC|Ei6(D, — JlS:^ (D) 




(D) 



15 ^-OCH (R3'=) -*5J;t>*-x°-(imj^^J!^^_bT'ffiS}^ 1. 2M#{-'fi 

20 v^^/K foy/K ^^^/K :7y/K t°^i/y/K ^ryy/K -ryf^r 
y'y/K :^=3ri^i/y7K -f'y;^=^-y->^y>'i-*fcf4:7^::^/uT'fc'9. 

X°{4. ^- (CHR^°) „D-*fc{4- (CHR''°) pdCR''° = CR^° (C 
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0 -efe "9 . 

R^^^fi. ^B'^iiT'. emm^px^m^^m-ocu (r^°) -in, s-^tz. 

■rh7:/y/K v'l^-C 1 ~C 3 -T/i^^^r/K b o t 

f^^'^'. R^°{i;7K*J^^*/c{iC 1~C 6-T/U^/L'-Cfo'9. R"' 
ti7K*J!^^*/c{i@i^$;rtTV^-Ct>.tV\ C 1~C 6T/l-=35^/K C2~C6 

10 T/\^^=^/l^. C 2 ~C 6X7^=^5^ ^/K C 3~C 7 v^i^ oT/W=3{^/u^ C3~C 
7 i/i? dTyl^^/l^— C 1 ~6 T/i^^/l^. C 3 ~C 7 v-^J^ nT/t-^/l^— C 2~ 
C6Ty^^^yK C 3~C 7^-^? nT/^=3{^/l— C 2~C 6T/^^— /K C5 
~C 7 -v'i^ nT/^<>-=/K C 3~C 7 -v^i^ nT/U'ir::^/^— C 1 ~C 6 — 
T/l^^/l^s C 5~C 7-v^i^ oT/I^^^r-zi^-C 2~C 6— T/l^^^/K C5 

15 ~C 7 nir/W<>-— /I'-C 2~C 6 -T/l'^— /K 5 t> b < f± 6 M<^ia 
?P t> U < fi^5>6^ia?P^*^l^ J: "9 ^ tlfz. C 1 ~ C 3 - T/l'^^e/u, 5 h 

b < a 6 Mt&fp b < n^^^&^^mmmmt. fcf^ 5 1> l < e m^v^ n r y 
r^K^^ (NR-'^R"^'^) tm^T ^ ymm&i^v<i'i^(D^^'r/i^^m 

20 fig-r5;6\ Xf±*fc(iR^°{i. ^-CONHS02R''°T'fe«9 > ^'P. R''^ 
fi. B^^$tLTV^Tt)ctV^, C 1 ~ C 6 T/^^^^/K C2~C6T/^^— /K 
C 2~C 6T/^=¥— C 3~C 7 v-i^ nT/U^/l^-C 1~C 6 T/l^^^/K 
C 3~C 7 nT/l^^/i^-C 2~C 6 T/W'^-— v'K C 3~C 7v'i^nT/^ 
^/l^-C 2~C ST/I^^^yK C 3~C 7 i^i^ nr/^^Jrcni/u— C 1~C ST 

25 /U^JU^ C 3~C 7 v^i? nT/I^<5^^/^-C 2~C 6 T/^<Jr::^/K C3~C7 
p T/l^^Jrcr^yU- C 2 ~C 6 T/l^^^/K 5 t> L < 6 M^t^ r^TV — /K 
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5 ti b< ft 6M^v^t3T y — /l^-C 1 ~6 T/l/^/K :7ni^/K 

1—6 r /^=3ryK 5 t> U < 6 MISfP b < fi^rJ^fi^ISM*^* :^cfi 5 t> b 

< fi 6 MtS^P L < tt§IS5>6^tafpm*^- C 1 ~ C 6 T/W^/I^T'fc . 

( 2 — ^>'v^/^— 3 — t Kci=Sfv'— 4 — 7}Nyk^/W:7aiy drv-p* =f-}V) — 3 — 
7« h=3rv/^S§^^3j;t>'4- (2- (3-:7^n/U:/n-<-2-^^- 1 - 

-T/l^) -3-t: Kt3d^v--4-?^^/l-5:/^:7 3^y^i^p<^7^-3-y< 

(5) WO 9 7/0 0 8 6 3-^|BS<^. — ^iS: (E) 

15 ii'-?fc< i:t>2^<Z)il^bfc^j^^M^^<^^-r6:7ai=/K fyv? 
k°^v?^/K fy^v?::i/K t'y^v^/K ^^^/K ^T^U/K 

1^ y tz. \-t^T v^r y y ; 

rcDm-a-f^fi-CH (R^^) N (R2^) B^-R^^ioJ:tJ?-OR^^S{i. ^ 

mMU^±r^^'m^\, 2t^^KbT:i3t)> ;d>oOR''^^-^^f^^bT;^/i' 
20 h (*Dj:tK-ttLt$>^-CHR^^NR2^-|g-a^£^S^Pi: bT3{jA) f^'fim b 

:7^=yK t°yv^yK ^T^y/K ;^^f-yy/K /K ^Tv^T^y 

^ i5^y y i^^/K k° y ^-y^fV-^ tcii fc° y 5 v^yl- ; 
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R^^fi. ^B^±-(?-CH (R^'^) N (R2^) -f^-a-St^MLTl, 3*fc 
ai, 4iUtLmVX^^ . ;6^oR'^ft. ;^7/U'^^^VC 1 ~ 3 T 

n^f-A^, >^/l'7j>:/^-efcS^\ -SfcfiR^^ft, ^-CONR'^R"^^ [ 

h y C 1 ~4T/W=i=^v'^fc{iC 1 ~ 4 T/i^^" ^^r^/;*'/!^/}^' 

10 iil^J^eV^) , C 2 ~ 6 T/l'=3r^/^ (D^-^l^fiHM^-^/J^ i {it-:^^V^) , 
:^7/^7i^":3f->':7 3^::^/K 5 t> b< ne ^(D^'Tx:iiy^ y /l-C 1 ~ 3 T/l^^/K 
5 b < fi 6 M(^^7^ dry — /I^C 1 ~ 3 T/^=^/K 5 t> L < 6 M<?5^x 
nixi5^ y /i^^fcfiS t> L< f±6M<^^v't3Ty — /^-e*)'5/5\ :tfc{iR''^:fc 
itJ^R-^^fi, ^n^;65*£-^LTV>;5T? K^PS (NR'^R-^^) tthKT 

-CONHSOaR" [ro^-^R^^fi, C 1 ~ 6 T/^^/l' {m^\^^<^Xi± 
/>ay>', tKn^as^v-, ^ha, >>Ty. h y :7/^;i-n 7« ^/K C1~4T 

/i/3dr>^, T5:y. c 1 ~4r/i^^/^T $ y . -:^-c i ~4T/^=3r/i/T 5: y 

*fc(iC 1 ~4T/W3:3rv':5&/^4^^=/^-t?H^$nTV^;5) . C2~6r/l-^ 

^Ki:XE.m"^^i^im^ti:\^^) . 5 t> b < 6 MO-^t^- n i/i^ y /^C 1 ~ 3 
r/^=3r/u^ 5 L< {ieMc^^-rnry — yuc l~3T/^=^yK 5t>L<(i 
6M.(D^y^r^iy^ V 5 t> b < « 6 MO^x n T y — /l^^fcfi 7 oi— /l^T' 
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l~6T/l/='^iX. Cl~6T/^^/^S (O) p^- (p^{±0, I^fc{i2-T:- 
(C l~4Ty^=ar/^) C 2 ~ 6 T/l^'J^^^^/K C2~6T/l' 

5 y> c 1 ~4T/^;t7y-r'y^ (n-c i ~4T/^^/W r5:y. ci~4ry^ 

4T/^=3r/^T5: y i;? (C 1 ~4T/^^y'^) y ><.y^*:=/K 

c 1 ~4T/^^^-:x;*/^4^'^/^. c i~4r/^;*/y-r/^^=^ix, ci~6t 

>'^;*y^/K *c/^^/^C 1 ~4T/^^/K t Kn^rv-'f 5; y C 1 ~6 T/^=3f" 
10 /K C l~4T/^=i=3{^W 5:y C l~6T/^=3^/^^fc(±C l~6T/^=3ry^;«7 

/^/^^^/^r 5 y-eg*^$tL-Cjoi9 ; 

fcf±C l~4T/W=^/^-efc"9. ;6^oR'=iE{i, 7K*J!^T-*fcf^C l~4r/l-^ 

/i-T'$>5] (Dm-x:^^^> ; i£.fznT d^(D^ (e^) , (e^) sfcfi ( 

15 E'=) : 
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C 3~ 7 v^:^' nT/i^^/l^C 1 ~ 3 T/^^/^*fc(iC 3 ~ 7 i/^J^ n r/^=¥/^) 

- 5 -;^7/U7jO^, 4- [2-^ hdrv^-<^^i>/kT5y] ^SW^> 5- [ 
2, 3-v'7« h=¥v'^:/v^/UT^y] -2-i^nn-3-T^ 
^S«ib^J;t>'5 - [2, h^v-^^v^/l^T^: y] -2-tKc3^ 

15 >^^M.^m^^<h<Dfi-^o ) o 

(6) wo 9 9/4 7 4 9 7-^P^^«l3:|2«t<7). — JlS^ (F) 



(^"f", HET^fiO. S (O) „p*5j:T>*N (O) ^p)?)^ bilf&6 0 ~ 3 i@ 
<D-^7"aim^^-^^T'V^5 5-1 2M<50^#. Zl^sC<D3S=#S^^-efc "9 . 
20 n0^tcmX-h\) . n'^fiO. 1 :^fc(^ 2T'$)'9. 

A''}* l*fc(t2|g^g|5T'fc'9. -W-. -C (O) -C (R^^ -W 
-W-C (R'^) 2-. -CR^'' (0R2°^) -C (R'^) 2-. 

-C (R^^) 2-C (0R2°^) R^''-. -C (R^'') 2-C (R"'') 2-^ 
fe'5V^{i-CR^'' = CR'^--efc'9. W^HO. S (O) „Ffe5V^(±NRi^ 




(F) 
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x'^fi 5-1 oMt^^^^ -^^ry-/K *>6v^{io> s (o) „p*5ctt>'N 

(O) „p;*^p3ilflttS l~3^(D-^xnJ!g^^^Wi-'5 5~1 OMO^^. - 

5 OA'' i: B ^f±T y — /i/feS Dry — /uo;^/^ hfALt^^-^ L. 

B'^fi- (C (R^^'') 2) pF-Y^- (C (Ri«^) 2) ,F-^*^'-> P'' 
*3 J: q UT O ~ 3 ^*:b 

Y^nO^ S (O) „p. NR^^\ ^^^fe5V>{i-CR^«''=CR^«P-^ 
^^b. Y^;J|SO. S (O) „p. NR^^^ fcaV^fi-CR^«'' = CR^«''- 

Rl^ R2Fj3j:t>*R3F(±3A5ALT. ^M^y^'mT'. i&mrju^ju. i&m 

r}v^=.;v^ mkr ;v^=^f\^. i&mr/i^^ =^/u-HKT^ (r'"") 4-9-. - 

15 (C (CR^^) 2) pp) SR^^ - (C (R^^) 2) ppOR«^ - (C (R^ 
2) pfN (R^'') 2. CN, NOas - (C (R^^) 2) pfC (R"0 3s 
-COOR^^ -CON (R^'') 2. fc^VMi- (C (R^'') 2) pfSS ( 
O) „pRi°P^^:bb. 

^R^'^tiH, CF3, {S^T/U'^/W^«t3i-;0\ fe-5V^{i 

20 2 0(D R ^ ^1317^^0 -C. O. S (O) „piocttJ«N (O) ^p7!)^^mi-ttl^ 
1 nij^^^;^ bTV^T t> J: 6 M^T-O^^^^^ b. 

#R^^{i3AiEbTig:0r/^=¥/K {MT/i^^^/K fS#STyi-=^^/K CF3 
. ^gaT/^^/^-HET^ fggiT/^<Jr=/U-HET^. - (C (R^^'') 2) 

25 ^R^''m43zbTH, {g:ji^7'y^=^/K {SMT/W^^r^yK igMT/^=^^/K C 
F3. :7a.::^/K '<:/v*/^^^:b-r/6\ Nizl^^-t^ 2-D(DR^^t^—mi^^J:^ 
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-CO. s (o) „F*3=tt>'N (o) „p;J)^p551(msii*P<D-^-r nJ^^^^UT 

^R^^millLU-CH, CF3, i&mT/U^/U^mt>-i-7!)\ 2n(DK''^-m 
—m^-^i-^X^ O, S (O) „p*Dj:t>*N (O) ^^■h^hm^-^f^^^^'rum'^^ 

^R^^m&iLvxH, i&mT/i-^/i-. -(g^T/v^^/K i&mT/^^~/K 

10 Ph (Ri^n 0-3. CHaPh (R^^n o-3^^c{*N (R«^) 2^^:bU 
#R^i^{«AZ:UrfMT/l-=3r/K SR^°^. OR^°^. N (R^'') 2. -C 
OOR^^'', -CON (R^'') 2x -COR^^P, CN. CF3. ^%fz.\-^ 

15 ^R^^^nm^l^XH^ ^^n<5r'>l^^, IS^^^T/l'^/K O -fSf^^T/l^^^^-zK 
S-i&mT^]^^/l-. N (R^^) 2> COOR^^^. CN, CFg^fcf^NOa 

Ri^^:JoJ:TJ«R^^'^tt^4l5:£LTffig^T/^^/K ^^n^r'VM^, OF 3, OR^^ 
^ S (O) ^pR^^^'^fcifiC (R^^'') 20R^^^^^t?b. 

20 ^R^^'^fiM^Irb-CH, i&mr/u^/i^. i^mT/u^=^ju^ :7cc^/K -Ov'/i^ 

^fcfiCFa^^^L. 

#R ^ ^^{«^ LTH. fMT/U^/l-S/cii-^^v^/^i^^t? 
^R'^^'itrnxLVXH. Ft.fz.nj&mr/\^^/\^^mt>-r7!)\ 2 0(DR^«'';65— 
^{^T^cfoTO, S (O) ^p^XUN^^ibMi^tl^ l®<D^y'xnm^:^-^AyX 
25 V^-Ct>J:V^, 3~6M^^S^dL, 
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HET (R^^) ffilST/^^/^-HET (R^^ {g^T/K^r::^/!^- 

HET (R''^ 4-9^^^U 

^R^^^mteLTH. fg^T/l^^/K i&mr/U^^/U^ ffii^T/^^^/K C 
Fa^fcflPh (R^^^) 2Sr^:bL. 
5 ^R''^mA3:£L-CmT<^^>(^/0>b3l{i*ttSg^^t?-r : 

OH, y^r2^:ym'f: CN, N02> T 5: 7 , C 1 ~ 6 T/l'^^s^/K C2~ 
6T/^^=/K C2~6r/^'¥=/K C 1 ~6 T/^=i=¥iX, C2~6T>'L'^ 
C 2~6 T/^=^— /l-;d-^v/. C 1 ~ 6 T/l^^^/^T 5: y , (C 
1 ~ 6 r /I'^^/V') T^:/, CFg, C (O) C 1 ~ 6 T/^=3{^/K C (O) C 2 
10 ~6T/^^:^/K C (O) C 2~6T/I^=3r^/K COOH. COO (Cl~ 
6) T/l^dr/K COO (C2~6) TJi-^=-yUidXUCOO (C2~6) T 

15 OH, ry— C 1 ~6r/^=i=¥i/. C2~6T/K5r— /l^ 

^driy, C 2~6r/^=3r^>'l'^=¥->s CF3, CO (Cl~6) T/l^^/K C 
O (C2~6) TJU^=^/l^. CO (C2~6) T/^^^/K COOH, CO 
O (Cl~6) r/^=3r/K COO (C2~6) T/W<^=/K COO (C2~ 
6) T/\^^=^/K NHg, NH (Cl~6) T/\^^Jl-:iSXXfN (C1~6T/^ 

20 2. ) -e;T^$tb6{t:-^!^*/c{«n^C0^S'l4IS 

(7) WOO 0/2 0 3 7 1^0J*ffl»t;iIB^(7), (G) 

Ar^°-W®-Ar2°-X°-W® (G) 

25 R^°fiY°„G-R^^ Y°„G— Ar3°. /^n^^J^^^, N (R'°) 2. CN. 
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NO2. C (R«^) 3. CON (R=°) 2^ S (O) „gR'°s ^fcfiOH^* 

5 3g^0(iCO, S (O) -C = C-fc5V^(iT^r^^'^^'^^-t:•V^-r^> 
m°{10 */cf* l.^mt> 

R^GfiH. CHFgs CFas fMT/W^Ss^/V'^ fcfi t K o v- (Cl~6 

15 R^^fiR-^G, /^ct<5r>'J[^^, /Ma (Cl~6) T/l^=¥/K N (R^«) C 
NO2. C (R^°) 3. CON (R=°) 2> OR^^, SR^^'^fcfiS (O 
) .gR'^^^^L-x 

R^^fiH. ffifST/l^^/K i&B.T/i^^^/^. &Cr}V^^JV, CHF2*^c{i 
CF 3^*t>b. 

R«°{iH, F, CF3*fc{maT/l-=3f/^^^t>i-;0\ 2 0(DR«°yeiS— ^^^^ 
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r8G(^r4g^ 0R^°. SR^°*fc{i^^ny^J^^^^t?L> 

^<D^^^f*CO. S (O) c = c. T-fe^^i-':/^-^ 
5 A/-CV^xt>^<. ^ b^c:R^*=-eem$t^.TV^-ct> j:<, 

r9G(^r2g^ MT/i^^^/K fg:iS^T/^=¥=yK OR^°*fcf4S R^°^^t> 

A r ^Gf^R^^-emi^^ttTV^T'b ctV^T y — /i-^fcfi^T^PTy— 

10 Ri°°(*R^°. ^^D^^-l^^, N (R'°) 2> CN, N02> C (R^°) 3> 
OR^°. SR^*=^fcfiS (O) „gR'*'^*^L'> 

CO. S (O) „G> C = C*/c{iT-fe^U':/^-^WLTV^T^>^<. ^bt:: 

15 Ri^^-e«m$ttTv^-cti J:<. 

R 1 iGf^R 9G ^ 1^ 

Q°(iCOOH. -rb^iZ-zK SO3H. t K^dr1^i>.^, CONHSO2 
R^2G^ SoJ:t>*S02NHCOR^2G^,p^^j^'^^^^^^j^^ 

R^^°i^cFs. ieMTy^=¥/K {gar/i^^^-^/K mkr}v^=^;v^x.n7.'' 

20 Ar ^°;6^b^f^nSSSr*:}^L. 

Z ^(IR ^ ^^-Cg^^ttTVNT t J: V^C 0 ~4 cDJl^^-efc "9 . 
R 1 ^^{iR h Wi X.W^^^t> 

A r ''^fiR ^ ^°-eej^^tl.TV>T tj^V^T y — JV%fz.\'^^'r d T y — 
25 R^'»*'{iR^°^:^/ci{iNHCOMe ^^t>i-o ) ^$n^'fb-^i^^fc(«ne> 
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(8) us 4 1 3 2 8 4 7-^P.g*ffl*t-fB«$ttfc2, 3, 6-gife-4-fc'' 

(9) EP16040 8-^P^^«:i::|ES$nfcN-T/^'>-^/^-3-t Kn 
5 ^i/^l^y^ [b] '^^y^:^-2-:lJ/u:^^->r^ m^fls:. 

(10) EP19382 2-i-P^?M#tCiB^$ttfci;^^^^y;^^-tt°>';^7/l-# 

(11) EP21807 7-^0J*ffl»tClS«$tl.fc8 -i^ n D v^-<:/y^;r=3^i^ 
if t° ^ - 1 0 - ;(7 t K 7 h'mmi^. 

10 (12)US477568 O -^^^j^^ldfa^c^n/c v^^ a^:/ h [b] >' 
/^r /^;^7 

(13) EP30067 e'^mim^izm^^nfc 9 -^>^v^/i-v':7/^^av^ 

(14) EP480641 -^BJJ^#t^lS«$tLfcH^^--xn^^^f*:. 

15 (15)EP51239 9 ^0^^|l»i^|aife$tl.7t v^-O':/;^^^^-^' t°^M# 

(16) EP51240 o-^0J^#ram$;h.fcv^^^y;^=¥i^if 

(17) EP534667 -^-B^^B^tritatt^ tvfcH^^-^X n^^^fls. 

20 (18) W0 9 3X0 7 I 3 2^-mMWi^B5,m^tltcl O-TiyyUi^^l^y 

(19) EP53997 7 -^P^^B^f^fS^^ tLfci^-<>-y^:^=arf-if f^^ig 
(2 0) WO 9 3/1 3 0 8 2^mBWKmW.^fltci^^^^y^^'^^^°^^ 

(21) US528159 o^-mmmKmm^fitii^^'^y:t^^-^\i°'^:tf 
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(22) US53046 A^mMWi^ti^^^fcN -:ti/Uy<.i;^/w::^^>^y^:t 

(23) US532472 2 -^-P^lffl^^^lfam^ fL/c v'-<:xy^=3{^-!^■^ f:/^ 

5 mi^. 

(24) US535474 6 -^0^J^#tC|2^$H/c-i;^^>-X^r *fc{i;i-=ar 

(25) US535474 7 -^P^|ffl»i^ia«c $ tbfc v>-<^)/:^^f-if t°^^* 
10 (26)US54202 7 0 ^■mmmKBSM^tltz.i^^^'y^:^^-^-^ 

(27) US544195 O -^BJ^^i^fSm^nfcTif t°^^^fls:. 

(28) EP69454 6 -^eg^ffl^t^lS^^nfcv^-^iXy^^i^if fc°:/^^ 

15 (2 9) WO 9 6/0 3 3 8 0-^PJ*ffl»(^fS«i$tl.;rc:^/^ hTU— /^^ b=3r 

(30) US550407 7 -^P^^M^^CIfB^^nfc v^^:/>^^^1^-e' 

(31) wo 96/11902 ^-mmm-i^mm^thtL^^mmmW: 

20 ( 32)EP752421 -^eg^#t;i|B«^ttfc;^yW hajfe^^i^fb-^i^. 
(33) WO 97/0086 4 ^P.g|ffl#^C|Bm$:^^fc^#]^^^ft:;6SE P 1 

±tfl<D (1) ~ (3 3) K^^ti^it^mii. ^A^(D:)7i(^x-m^^i^W^^^ 
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^])±m^m {t);i^^y^J^. J^fiiE) (O^^ r^^-'>A±i[ ifr 

15 sri:^5-e#^o 

*^P>qi^fflV^b;rt5:ir#:6^?'^^t-^2^<i: UTH. WO 9 8/2 7 0 5 3-^, 
EP878465^. WO 92/^19617-^. WO 96/06822^, 
WO 97/00863^, WO 99/47497-^, WOO 0/2 0 3 7 1 
US4132847-^, EP160408-^, EP193822^, E 
20 P218077-^, US4775680-^> EP300676#, EP48 
0641-^, EP512399-^, EP512400-^. EP534667 
WO 93/07132-^^ EP539977-§-s WO 93/13082 
US5281590^. US530464^^ US5324722-^^ 
US5354746^, US5354747-^. US5420270-^. U 
25 35441950^, EP694546-^, WO 96/03380-^. US 
5504077^, WO 96/11902 EP75242 l-^*5j;0«W 
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Ht-$f*U<{*x 6- [ (2S, 3S) -3- (4-iJ'Pt2-2-7«^/W' 
:7aic^/U>?.y^:7;i-=/W'T5: y p^^/l^) Ifv^^^n [2. 2. 2] -ir-^df^^— 
2 — f /U] - 5 Z — ^^ir^^^ (E P 8 7 8 4 6 5 -^B^lfflff • %M^A1C\Z. 
fB«$nxVN.5^b-^i^) . S-i^nPv^^^-y' [b, f] [1. 4] ^^f- 

10 ifb°^-l 0 (1 IH) 2- [l-;^-^y-3- (4-t:'y 

v?^/k) :/n tVU] t K^^:^ K • ^J^W^ (wo 9 2/1961 7 
» • ^M4 4^CiSg^^nXV^'5'^t:'a^^^) *5J:t>*N- (3, 5-v^y^/^-r 
y^^i^-y/I^— 4— -f/^;^/l^7jN^/k) —6 — [N— (5—^ an— 2— (-< 
y-T'^/^^^iX) ^^-v'/i^) -N-J^^/i^r^y] t:°IJi5^v'V-3-:^y^;?K 

15 K (wo 9 7/0 0 8 6 3-^PJ^ffl» • •e^!j8<Dft±^iCtB^$tLTV^S 

±150 (1) ~ (3 3) \z.7f^^f\.:^\\L'^m\-x. ^^^f\M^<^hmwj^'^. 

20 

^ ^ 6 fc S^) (D ft ^ ?f$S 

o 
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CD (SD) I G 3^1114^5' h^fflv^T. mmmm'&'mw m=^=^-^ 

5 ^mmi\:.^m (4mL/kg) ^I^P^^U. 3 O^f^tdh/l-T'a;^ h^- 
= X 100 

(ii) mmm^(Dy ^ vm.m.m • w^mn(Dnu%^ 

^:yY/<^jV\f^—;VMWT (5 0mg/kg, i.p.) -T?. 75/b(^M§P^iE 
cf^OTb. fl^tt^SttJLfc, Igl^i^Wffitl- (3 0GX3/4) ^i^^b/ciX 

^ (30GX3/4) <lr^*bfciX]J ^v^^^V^T. 0.5m 1(D 1 

25 ^ (%) if>:^t;ict tJji^i^jfCo 
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= X 100 

-To 

5 (1) 6— [ (2S, 3S) -3- (4-i^na-2-^^/^7:3^=/l->^/^ 
•y^^;\^T^y;^^7\^) tfiXi^a [2. 2. 2] ^^^—2 — f/l^] - 

5 Z-^=3f-ir>^ (EP 8 7 8 4 6 5-^0j^» • 2 C tLTV^ 




10 (2) 8-i^i=ini;^^>':/ Cb, f] [1. 4] ;^=3ri^-^'f>- 1 0 (11 
H) • 2- [l-;r=¥y-3- ( 4 - t° U v^::^/l-) tVL-] 

t K^v> K • (WO 9 2/1961 • Il»!j4 4 J^fB 




15 (3) N— (3, 5 y;^-^1^y7^-4 — i jv:^/VTis=-jv) -6 
- [N- (5— iJ^cini-2- (-Y yy^/^:^^v') ^^v'/W -N-^^/l^ 
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T^y] t°!J 3-;&/^:^>-^^^ K (WO 9 7 / 0 0 8 6 3 

^ X V T 

XH3 



5/ hg^^^M«^-^x>i-ic*3it^#^lHim(7)iq]^J^ 



1 





ffi»(mg/kg) 






m^mmwi<n>num (%) 


(1) 


10 


MP 


58. 0±12. 0* 


44. 3 ±12. 4* 


(2) 


10 


ST 


38. 2 ±4. 6* 




(3) 


3 


ST 


49. 2 ±2. 8* 






10 (3) EPi. EP2^ EP3, E P4T=f::^;^ h^JlV^Sr irt^i^ltt^ 

^;^y5^p3> PGEgfiEPi^^^^^^LT. PJ^i^W^fiiSmi:::^^ — a:/<Z)» 

15 4^^T' t *ii<7) P G E ^m^-ii^-nM LT V >S ^tStt^^SSft $ {rT b 

HT-m^ ^nfcPGEa^'ioTPGN (T^fltftS jtiS IBlMffi:^^;^* "9 x 
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K -5 r <i: ^)mm ^ tit V ^ 5 o 

15 — (I) -e^$;}x5<t:-^2^^fc(i^tLfj<^#^«ttlt{i. 

2) ^(Di\:^m(Dmm ' ^M^m. s-^*®fg^. 

20 LTtS#LTt> J;v\ 
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-^(I^f^. ^='!;>'^. H^^^9o^, a,T=f^:^h. oc,r:y^=r=^ 

Vh^iy^^) s 5 a - U^^'i^ ^— ifPW^lJ. A^;(7y^ (Ml, M3) 

=f"::^;^ AChT>'^5'=i'^;^ C a ^-r ^-/^T ^'iS^ =i'^;^ h . Hi;/ a 
5/:*— > K^^^>/l'|^tS^lJ. A><.;(7y >^ (Ml) T=i'=^ h> A>?>;(7lJ V (M 
15 1. M3) Tly^ N KnMjL^m^M. ^^—0^=.:^ (NKl. 

NK2. NK3) ^^^J. ^r=^~:^h. aT=?'=;=5.f. ;(7 ^^^N'-if |J§.#^IJ, 

-:^:7^t°v^7K :S^T/i/:7y i/:/, aio-8507L ^'yi^^if ^fb6o 

n/Jf^ 5: mthu:7.}i'^J>., Z-338, K- 

25 112166-04. KRP-197. ^ y 37 YM-905 if ^S^tffjtl. 

5 a - y iJ'— ifPlS^Ji: LT{is ■B^ll;!}*. •^^(.t' y K. GI-998745 



32 



wo 03/043655 



PCT/JP02/12000 



}) >t^in.Mt l.Xi±. YM905, KRP197. ONO-8025 if 

5 mifhti^o 

5-hTiaT:/^=^'^;^ hi:LT{i. rec-15-3079 ^.e.H'jO^^tf f^n^o 

C a^^^/VTl^-^ =i'=^y^ h tVXn. i^^7"/^:7^;ij<df-t— FK-584 
10 /iifj^S^ff bn^o 

Hiyu y^—t \^xn. "Til ^y^—/i-. ^m^^yf^^^-^^f-i^. 

/K y/L'T><.7^ 5: /K >^:7i^^b 5: w-i':^^^? n/L- 
K ^^^vL-l^fiR^lJi: UTfi. NS-459K ABT-598^ AZD-0947> NS-8, YM- 
15 934, ZD-6169, WAY-151616. A-278637 if ;6>^lf P>H6o 

iN>^;«7y>' (Ml) r^=^:^ht\^x\t^ •^i^-f^'^T/^^^^ y ^> 7^ 

y 7^ n -Jl^ti. if jOS^tf btLSo 
i^;=?.;57y:/ (Ml, M3) T:/^ b i: LTfi. KRP-197. ONO-8025s 

K. h/^-r n v'V, it-fb b n ft> A, J-104135. =i^^i?®?y 

20 ])y 3^-r-^>^ :7 YM-35636, UFA-0272 if ;as^^fpJ;^^ 

NE n^ii^^mmm t^xn. s - v^^;^ ^ ^/i^-^y" hv^-^t^ t^ti^mif 

z^^ — ndr^^ (NKl. NK2, NK3) J^^^lJ i: bT{i. TAK-637> 
SSR-240600, AZD-5106, ^ > h fj: if^^^^f hti^o 



25 /■^"y7"l^V>V 2 T=f'^^ h i: LTtt, OPC-51803. WAY-141608. FE- 
106483, VNA-932 if ;65#tf?)tL'5c 
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a lT=i'^:^ h t VXit SL-251039. M.^^ K ABT-866 fj: H:^^^ 

^ 3T^=-y^ h t UTf:i. KUC-7483 fi: iffi^mf hn^o 

5 m-fhn^. 

15 J^c^^^i^ ^A— Afcfc<9, lIDtCO# lmg;5^e) 1000m g<D^ffl-T?l 

g^^'b 100m g o^is-e. 1 0 iiiiy0^e>^iii^^ps^ ($f^b<«. ^i^F^ 
s^) *fcfi 10 1 2 A^m(Dmmxw^m^\^nmk^ 

( I ) x^^ti^i\:^!^t.t^n^tih(D^miim.. */c{i— ( I ) 
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(i\ *tM7K. ^iJ^y-zW jci-^^^nSo ^(^ffi^KJ^fi. ^?gt4^i^«R^Ji^ 

20 i^j^mp^ij. mmm<D^oti:mmm. -^^m. m^m. ^wm. \s^mm^^ 
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mpnt^^mm^B 2,868,691 ^i^xumm 3,095,355 ■^(c#u< tarn 

10 izn^mm. mmm. mm. ^wcm. ^"^im m^it. h-^) . n 
T-vNT^jiv^ rnbfi/^i^T^y Tf*W7-r/^^— ^iii-^>i©^ wmn<ow. 



20 sxr(D^s^^mm^x^m^\^fcmnm\^x. —m^K5 0mg(Dm]^^ 

6- [ (2S, 3 S) -3- (4 — iJ' P D- 2 -7«^/^7 3i::^/^;^/^:7;i-^ 

/i^T 5: y p« t'v-i? t3 [2. 2. 2] 2 -^/I^] -5Z- 



5. 0 g 



25 :fy/u^^-:^?i^/u^^ua—7.:^ju-y^j^ 



0. 2 g 



0. 1 g 
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4. 7 g 
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am 



(D 



2 . E p ^^^m:in\^x^^wm^m'r^it'^mii^. 

1 ) wo 98/27053 ^mim%\^^^(Dit^m. 

2) EP87846 5 ^■mmmKWM(D\\:,-tm. 

3) wo 9 2/19 6 1 m-mMm\^^^(oit^m. 

4) wo 9 6/0 6 8 2 2^mW\mK^WL<Di\:^m. 

5 ) WO 97/00863 ^mMm\^W.m<^i\:.^^. 

6) WO 9 9/4 7 4 9 m-mim^\z.^WL(Di\:^m. 

7) WOO 0/2 0 3 7 i^mwm\^^WL<Dit'^m. 

8) US4132847 ■^0J*|B»(^tB^<^'fb-^#Js 

9) EP160408 ^■mmm\^^M<Dit'^m. 



1 0 

1 1 

1 2 

1 3 

1 4 

1 5 

1 6 

1 7 

1 8 

1 9 

2 0 



EP193822 ^■mW\m\^WM(Oi\:,^m. 
EP218077 -^§gillD»tC|Emc^'fb'^i^. 

US477568 o ^m'm^\:^mwLo:>it^m. 

EP300676 ^■m'mm\Z.UWL(Dit^^^ 
EP480641 ^mM^\^UWL<Di\L-^m. 

EP512399 ^■mimm\^um.<Di\i^^^ 
E p 5 1 2 4 0 o^m"mm\^t^M.(Di\:^m. 
EP534667 ^■mmm\^^WL(D\\:^m. 

WO 9 3/0 7 1 3 2'^m'm^\^UWL(Dit^m. 
EP539977 -^K^^tCfBicfD^b-^^J. 
WO 93/13082 ■^P.eiB»tc:fE^(^'fb'a'^. 
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10 



15 



(2 1 
(2 2 
(2 3 
(2 4 
(2 5 
(2 6 
(2 7 
(2 8 
(2 9 
(3 0 
(3 1 
(3 2 
(3 3 



US528159 0-^P^^|i#tCfagt(75{b'^i^> 
US530464 -^?g^»(^IE«c<^^b'a-#Js 



US5324722 ^■m^^icm^(Oi\:^!^. 
US5354746 ^■m"mW^^si^(Dit'^m. 

US5354747 ^■mmmi^mm<Di[:^m. 

US5420270 -^PJ^»J-ia^O'fb'^i^, 
US544195 O-^0J^»tcS5«O'fb'^#J. 

EP694546 ^■mmmf<^B&m(Di[:^m. 

wo 9 6 /'O 3 3 8 0-^8^^«t^lE^(7)'ft:'a'#J> 
US5504077 ^■mmW^B&m<Dit^!li^^ 
WO 9 6/1 1 9 0 2 -^0^»tCtB*fecr)>fl:-a^#j, 

EP752421 ^mmmi^mm.<Dit^m^ 

wo 9 7/0 0 8 6 4 -^§g^»l^|5S<^'fb'^i^ 



3. WO 9 8/2 7 0 5 3^lC|B«<7), — (A) 



1.R 



r1A 



(A) 




i^^, ( A^) ioxxi (en ^n^Wdiiz:Lx. C5~i 5(Dmi 



*fc{4lflg*fc{i2 
20 ^^St?L. 

-COR^^, 
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— C 1 ~4 T/^^l^>'-COR 
-CH=CH-COR'^. 
-C = C-COR'\ 
-O-C 1 ~ 3 T/U^Ul^-COR^^ 
5 R'^n. tK^Ss C 1^4TyU=L^-^^fM^NR^''R'^ (^^^ 

z^^{i. 

15 (1)C 1~8T/W=3f./^^ C 2 ~ 8 T/^<5r^/K C2~8T/^^^/K 

^mjg^^w-r ^ 5-7 McDrnm^s 

C 2~4T/V'^^/^4fc{iC 2 ~ 4 T/^=3e^^/^ 
20 (±ie(2)*3j;TJ«(3)4'<D:7^z^/K C 3 ~ 7 i^i^ n T/^=ar/K l^*fc{i2flg 

S (^^OR^^(«3i:UT7KSJ!^^x Cl~6T/^=ar/K C 1 ~ 6 T/^^i =3?- 
iX. C 1 ~ 6 Tyl^=¥/^^:^. ^ha. yNny:x, hU :7/^^t3 p< ^/k h }) 

25 L. 

R2A(i^ 
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CONR«\ 

C 1 ~4 T/V''^ CONR»A 
5 NR^^CO — C 1 ~4T/U=¥ 

C 1 ~4T/U^l^>' — NR^-^CO^ 

C l~3r/^drI/>-CONR«A-C 1 ~ 3 T/^=¥ l^^^, 
C 1 ~3T/W=3rU^_NR8Aco-C l~3T/I^^l/>^ 

R8A(^^ 7K*i^^^Sfe«C 1 ~4T/^dr/^^^;bi-o ) > 
10 NZ^^ 

z ^A-c 1 ~4r/^=^i^^. 

C l~4T/^=Srl^:^-Z'^A, 

C l~3T/V5^1/:x-Z^^— C l~3T/^^l^i/ 
CO. 

CO — C 1 ~4 T/I^^l/^', 
C 1 ~4T/^^lx>-CO, 
20 C 1 ~3T/W:3pLx>^_CO-C 1 ~3 T/^=¥l-'>-, 
C 2~4T/l'^lx:/, 
C 2~4T/U<Jr- ix:/, 
C 2 ~ 4 T/ue^— l^>'^*;b 
R^^^fis tK^H^. C 1 ~ 6 Tyl-=ar/K Cl ~ 6 T/l^^i^^f v^, Cl~6T/l- 
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(2) C 1~8T/U=¥/K C 2~8T/l''5r^/K C2~8T/^=^^/K 

(3) lf|iI^fc{i2fli|(DCOOZ«^, CONZ^az^"'^, 0Z«^S Z 

(4) C 3 ~ 7 v^i^ n r/^=3r/l-x 

10 C 2~4T/^>{r=/k^fc{iC 2~4T/^=¥^/^ 

(±12(4)^^^0^(5)13(7)7^— /K C 3 — 7 v^^DT/l^^/Ki. 1~5#I(DR 



(2) ( A'M/SiS^^^if ^^^^^L. ;6>o (Z^A) ,A^S(3QJ^lA^^^^/^^^ 



20 

4. E P 8 7 8 4 6 5-^}^ta«(^. — J^T*: (B) 




15 -^-r. 





IB 



(B) 
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10 



15 



B 








(a) 



(b) 



(c) 




a 



(g) 




(d) 



(e) 



a' 

(i) 



*/c{4C l~4(7)T/^^/u^^^;bUR^^*5j;t)?R4B{^(^ 1 ~ 4 (DT/i^^^^/l' 




Me 



wo 92/19617 -^i^lE^O. -^5^ (C) 



43 



wo 03/043655 



PCT/JP02/12000 




(C) 



z^ft. -0-, -S-. -s (o) -i^tca-s (o) a-'^^fe'^ ; 

5 X^f^. -CH=CH-, -CFg-x -CHF-. - (CHg) „c-*^-f* 
- (CH2) pc-CH=CH-T'fci9 ; 

Vi-i^ -CH (OH) -NR^^-. -S-, -S (O) -S (O) 

2-*fc{±-0-T-fe<9 ; 
q^fi ; O^fci-i 1 T'fc<9 ; 

10 T^n. o^7t{ii-efe'9 aaL. 

(1) X^;d5-CH=CH-, - (CH2) „c-*^-{*- (CH2) pc-CH=C 

(2) XyJ»5- (CH2) „c-"^^fe*5. q ''idU T^fc 19 . n'^^^UTfct). ^ bXA 

(3) q'=;6U-efcl9. m^;5Si, 2, 3, 4, 5 6 "Cfe "9 . -^UTAr^ 

m'^f^, 0~6T'fc»9 (mb. xC;OS- (CHg) „c-'^fc'5> q'^/O^l'e*) 
20 t). Y^/i5-0-. -S-. -S (O) -^fcfi-S (O) 2-'^?fet). 
TA r ""^^y z,^=^/l-X'h?>m^iaixn^i^O ; 
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5 

6. WO 9 6/0 6 8 2 (D) 




(D) 



10 -^S-OCH (R^°) -*5j;t>'-X°-{i^^mjm^±-etBSt- 1, 2M#.i:i 

D°fi. B^^^nTV^Tti J:V\ t°y>>7K t'^v>=/K t°y?v5/K t:°yi5^' 
15 V?— t'ny/K ^^::^/K y l:°^>^y/K ^Ti/y/K ^ V^T 

y^y/K ;^=^f-y^y/K y;r^-y-^/y/w^fc{*7^— 

X°{i, ^- (CHR^"^) „D-^fc{i- (CHR^°) pdCR^'^ = CR'»° (C 
HR^"^) ,D-'^*i>^> ^^4^^ n°ft l~3-efct). ;ei^Op'^*5j:t>'q°fi^ 

20 0 -efc 19 . 

fil, 4M#t::. sM^'t'T-fi^^-a-S-ocH (R^°) -t. i, 3mm^ 
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/i^s h^yV^i^s X h 7 y V JV- c 1 ~ C 3 -T/i/^/K t 

-efci?. ^SC't'. R»^«7K^J!^^^fcfiC 1~C 6 -T/l-=3r/l-T*fc«9. R"' 
{4;^c^J!ET■^fc{±M^^t^■CV^Tt> j;V^, Cl~C6T/^=^/K C2~C6 
5 TjV^z^;V, C 2~C 6 T/^=^=/K C 3 ~C 7 n T/l^^/K C3~C 
7 v-i^ n T/l^^/l^— C 1 ~ 6 T/^^/^^ C 3 ~ C 7 o T/I^^/l^— C 2 ~ 
C6T/^'ir=/K C 3~C 7 iX>^ar/^=¥/^— C 2~C 6T/^=Sr^/K C5 
~C 7 —^y^ pr/^<Jr^/K C 3~C 7 — i^^:^ n T/I/^^^^/l'— C 1 ~C 6 — 
T/V^/K C 5~C 7-v'i5' PT/^<^^/^— C 2~C 6 — r/^<^=>'K C5 
10 ~C 7 -Vi^ nT/^>^=/^-C 2~C 6 -T/L'^Sr^/K 5 U < 6 M<D|S 

fat> b< figp^i^gafp^*#t^J: '^ei^^ti.fcc i -c 3 -r/i-=^/K 5 t> 

L < 6 Mi^fp t> b < \-iW:i^^mmMw^tL\i, 5 1 L < 6 M^v" n T y 
K^m (NR-^^R-i^) hMz.r% jm%^^\^<\±'t(o:^y^7-jv^ir^ 

15 ^-r'5;6\ :^fc(iR^°fi. ^-CONHS02R''°-e^b'9. R^^fi. 
gi^$;JxXV^-Ct) J:V>, C l --C 6 T/U=3r/K C 2~C 6 T/^<^::^/K C2 
~C 6 T/^^^r^/K C 3~C 7 v-i^ nT/l^^/l'-C 1 ~C 6 T/V'^^/K C3 
~C 7 iXi? aT/I/^/^— C 2~C 6 T/^<>-^/^. C 3~C 7 -^i^^ p T/I^^^ry^ 
-C 2~C 6T/U^^/K C 3~C 7 ^y-!7uTfV^=:.fV—C 1 ~C 6 T/^=¥ 

20 /K C 3~C 7 v^iJ' nT/I^^Jr^yW-C 2~C 6 T/l^^Jr^/K C3~C7v'i57 
PT/I^^— /I^-C 2~C 6 T/l/^^^/K 5 t> L< fi6M^7"nTy— /K 5 

1 ~ 6 T/^=3r/K 5 t> b < ?i 6 Mi&^P t L < f*^5^6^l&?Pm^^* fcfi 5 t> 
L < 6 P t> b < Pli^^ - C 1 ~ C 6 r /^=35^/WT**) . 

25 R'^fiTK^m-i^SfcfiC l~C4T/^=3r/WT'$)'5. 
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( 2 — 3 — t Kn^rix— 4— 7j^/w5;/l/:7:3i/drv'7<^y^) — 3 — 
;^ h^i^^Bmm:isXXf4- (2- (3-7ci^^/^7"c-<-2-^^- 1- 
-{M — 3-t Kndrv'— 4 — ^ariXT^^/^- 3 — ^ h^i^^ 

7 . WO 97/00863 ■^|54fe<^> 

p3Ep2E 

J-N-B^-R^^ 

b-R*^ 

10 (xS^cfi^ A^fi, m^i' j:o-Ctttti^^nTV^5^0t><D-Cfc^ : 

/K t'^v'^/K fc'yyv^^/K t°ij?v^/K ^ryy/K 

R^^fi. ^B^±T'-CH (R^^) N (R2E) -^g-g^St^^f LT 1 , 3*fci 
ttl, 4 (CfiK bT*J t) . yO^oRi^tt, :^/^7j^'=3{^iX, ;(7/U;J^'=arv/c 1~3T 
/u^r/K T^h^i/y/K X h ^ y /i^C 1 ~ 3 T/w-^/^s h o >'^s tK 
ndef-A^, >?>/l-^:/^T'fc5/ii\ *:^c(iR^^fi. ^-CONR^^R « [ 
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h y :7/^;d-n y ^/l', C 1 ~4r/^=i=^v':Sfc(iC 1 ~ 4 r/l-'=i^i/;^7^:?K 

{stdjfev^) , c 2 ~ 6 T/^=^-/i^ (^(Dm'^i^n^M.^^7!)^imzti:\,^) , 

5 t> b < 6 M<^)^7^ T y — /UC 1 ~ 3 T/l^^/l^. 5 b < 6 M(7)^7^ 

10 itN'R'^^fi. ^n?^/e>5^g-a'LTV^5T5 (NR'^R"^^) t,i:t>lCT 

-CONHSOaR" L^(Dm^R*'^i-i. C 1^6Tju^ju (J^-^lc J: o Tf± 
yNny>^^ t Ko^v-. ^fn^ iXT/s b y >'/^:^n p{ ^/K CI— 4r 
/l^ndpiy^ T5:y, C 1 — 4T/^=^/^r 5: y . i^-C l ~4T/l'=ar/l'T 5: / 
15 $fc(iC 1 ~4T/^=l=¥iX:;(7/^7J^'^/^-Cg^^$tbTV^S) , C2~ 6 T/^^^r 

^KnE.mi^^-!!)^im^^j:\^^) . 5tiL<(4 6M(^-^7"av'i^y/WCl — 3 
T/l^dr/K 5 b< fieMco^T^nry — /l^C l~3r/^^/K 5tiL<« 

20 fca] 0^-e$>i9 ; 

i — er/i'^^^v. c i~6ryw^/i-s (o) (p^f^o, i*fcf*2T 

. C 1 — 6 T/i^=^/^i7yw-<-^^/^^ C 1 ~4 T/i'=¥/^:^/w<^'l'/U', 
25 (C1~4T/^^/^) ;57/^/^^-l'/K C 2 ~ 6 7'/^<5r -/i^^ C2~6T/^ 
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C l^4T/^:ti y 4 (N-C 1 ~4 T/W-^/W) T^y. C1~4T/^ 

4T/^=3r/^T^ /;^/^*:^/K (C 1 ~ 4 T/V=3{^/W) T ^ / :^/l'*:^/K 
C 1 ~4T/^=idf>^;(;/W:!}?=/K C 1 ~ 4 T/U;!{7 7 ^/l^^^^v^. C1~6T 
5 /^;3{7y'f/K 4n/W5/UC 1 ~4T/^^/W. t Ka^^^-Y 5: y C l~6T/^=3{^ 
/K C 1 ~4T/W=i=3rW 5 y C 1 ~6T/l-=^>'^*fcfiC 1 ^ 6T/l^^Jl^:fy 

fcfiC l~4T/^=¥/^T'fc'5> /6*oR'=i^(i, 7K*J^^*fc{±C 1~4 r/^=3r 
10 /l-X'h^l (DmX'h^:^^ ; ^fci-Xr 1 fl. ^<7)5«; (E^) . (E«) *:fcfi ( 
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- 5 -;^7^/J^'V^. 4- [2-p< h=¥iy-<^v^/l-r 5: /] ^S^®^. 5- [ 
2, h^i^^:/v^/^T5;y] -2— iJ^an — 3-T^y;=^/^jJ^^/^ 

10 ^S#^*5j;tJ«5- [2, S-v'pf h^v/^^v'/l-T^ y] -2-tKndr 

8. wo 9 9/4 7 4 9 7-^P^^^lCia«0. — (F) 



(^■t"^ HET^{iO. S (O) „p*3ctt)«N (O) „p/6> 0 ~ 3 j@ 

A'^m ^/ctt2jm^gPT*)!9. -W^-. -C (O) -C (R"'') -W 

-C (R'*') 2-C (OR20F) r7F_^ _c (R7F) (R7F) 

^5'5V^{^-CR^^ = CR^''--Cfc'9^ W^fiO. S (O) „pfcSV^fiNR^^ 
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(o) „p;J)^^^{m^ 1 ~3fii(Z)--xpJ!¥.^^^Wi-6 5~ 1 0M(^^#^ — 

Bn±- (C (R^^'') J pp-Y''- (C (R^^'') 2) ,p-^«^L. p'' 

V(tO. S (O) „p. NR^^^ ^^-a'fcSV^«-CR^«'' = CR^«^-Sr 
^t>L. Y^^^So. S (O) „p. NR^^^. fc^VNf*-CR^«^ = CR^«''- 
(Om. p q''{i0~6^*:bb. Y ''^OS^SiS-a-cDBt, p^+q''(tl~6^ 

10 Z^iiOH^ NHSOaR'^^'^^t^b. 

T/l^^^/K ■(&aT/^^:^/K {g^r/^^^/I^-HET'' (R''*') 4-9-. " 

(C (CR^^) 2) pp) SR". - (C (R^'') 2) ppOR«^ - (C (R'' 
n 2) ppN (R^n 2. CN. NO2. - (C (R^^) 2) ppC (R^^) 3. 
15 -COOR^''. -CON (R^'') 2. fc'5V^{l- (C (R^'') 2) ppSS ( 
O) „FR^°''Sr«^U. 

#R''''{iH. F, CF3. iS:mT/u^/u^mt>-ri!}\ ^b5v^fi 

2 0(7)R^^;a5— ^t^/^oT. O. S (O) „F4oJ:t/N (O) ^p^^hmitti^ 
1 nl^^^^W LTV^T t> J: 6 M.^X'(Dm^^t> 

20 ^R = ''{«3iUXiSiiT/U=¥yK -(S^T/^^^-cr^/K iSiSr/^^^/K CF3. 
Wr/I/=3f-yi,-HET^. fSar/l^^Jr-z^-HET". - (C (R^^'') 2) p 
pPh (R^^'') 0-2^^^!-^ 

^R^^m&iLi.XH. fSiiT'/^^/K fg^T/l''5^^/K 'fS^T/W=3e^yK C 
F3, :7^::^/K ^^v'/^^*t?i-/?)\ NJ^^-^-rS 2 0(DR''';dS— i^t^l^'c^o 
25 TO. S (O) „p*3j:t>'N (O) ^F^'^Jlfm-SiiJfJPtD-^T^ pjg^ LT 
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— ^JC/c^oT. O. S (O) „p*5ctt;«N (O) ^p7!)^hmittl^^7-r:tm^i: 

0 ~ 2 ®-^A/T'v>5. 3 ~ 6 mcD^mmt. r:Lmmmm^^t> 

5 #R'''{iM3iLTH, fMT/^^/K fMT/Klrr:;/^ ^T/l^df-^yK :7 

Ph (R'^n 0-3^ CHaPh (Rii^) o-3*^-fiN (R^H 2^^t?b. 
#R^^''(«3£UT(Sj^T/^=3{.7K SR2°^ OR2o\ N (R^'') 2. -C 
10 OOR^2F -CON (R^'') 2- -COR^2^. CN. CF3. NOg^fcti 

S -ffiiiT/^^/K N (R«^) 2^ COOR'2''. CN, CFa^fctiNOj 
15 ^^t>b. 

R^^''*5j:t>*R' = ''f«l£bT{SJ^T/l-^yK ^^P^i/ll^^x CF3, OR^^ 

^ s (o) ^pR^^^-^fcnc (R^^n ^oR^'^'^m^x^. 

^fcfiCFgSr^ibb. 

^R^^'^fi^i^xLTH, F^fc{i{MT/W^7l/^^^-r^\ 2o<7)R is'';^^— 
^t^T^^oTO. S (O) „p*5J:t>*N;6^bjl(^tLS l#|(D^-r nJg^^^-^Ay-r? 

^R^^'^mtfl^b-Cife^STyl/^/K fMT/K^rn/K {MT/l^dr-/!/^ CF3 
25 . HET (R-^) 4_9, iSaTy^=^/^-HET (R^^) 4-9. &rr;V^z^;V 
-HET (R'"') 4_9^*;}:>b. 
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#R20F{i^3J3iL-CH. m&TyU^JU, m^r/V^=./V^ -fSf^T/l/^-zK C 

H. OH. CN. NO2. r^y. C 1 ~ 6 T/l-^a^/K C2~ 

5 6T/^^:::^/K C2~6T/^^^/K C 1 ~ 6 r/l'=i =^iX, C2~6T/^^ 
^/U;r^v^. C 2 ~ 6 r/^^^r^/^:^:^?-;^^ C 1 ~ 6 T/l-^/l^T V- (C 

1 ~ 6 T/l'=ar/l') r^y. CF3. C (O) Cl~6T/^=ar/K C (O) C 2 
~6r/K^^/K C (O) C2~6T/W^^/K COOH, COO (Cl~ 
6) T/l^^/K COO (C2~6) T/K5rr^/kjy J: tKc OO (C2~6) T 
10 ;V^:=.;V ■ 

^'P. T/l^^/K T/^<5r^/^^ T/l^^^^K T/^=3f-/i^7- ^ y J^^;;?7'/^df-/^T 
OH, /M3yi/0^, ry— /K c i~6r/^=i^^/. c2~6T/u^^/^ 

;^^v'. C 2~6T/i-=3fr^/^;^:3{.:y. CF3, CO (Cl~6) T/I^^^s^/K C 
15 O (C2~6) T/l^^Jr^/K CO (C2~6) T/l-^^/\^^ COOH, CO 
O (Cl~6) T/^=^/K COO (C2~6) T/^^^/K COO (C2~ 
6) T/^=¥=/K NHgx NH (Cl~6) T/^^yl-*5ctt/N (Cl~6T/l' 

20 9. WOO 0/2 0 3 7 1-^P^^»J^|BS<^. — (G) 

Ar^<3_^G.^^G_3(G_^G (G) 

R^°f*Y°„G-R'''^ Y°„G— Ar3°. N (R=°) 2. CN. 

25 N02> C (R«°) 3, CON (R=°) S (O) „gR'°> :^fc{iOH^^ 
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Jllg^fiCO, S (O) „G> -C = C-feSV^{iT^r^l/>'^-^A/T'V^Tt> 
m°fi O ^ fcfl 1 Sr^^^ 

R2G{iH, CHFgx CF3. fMT/^^/l-^fcf*t Kndri/ (Cl~6 

r3Gj^r4g^ /Nay^J^^. /Na (Cl~6) T/l^^/K N (R^^) 2> C 
15 NO2. C (R^^) 3> CON (R^°) 2> OR^*". SR^^^fcfiS (O 

) „GR'°^iS^U 

R^°fiH. {&ii^T/^=^/K {ftig^T/KJr^/K ISiiT/l-^^/K CHFg^fcfi 

C F 3^^:bb. 

R^^fiH, F. CF3*fc(i{g:^ST/l-=¥>'W^^t>i-/5\ 2 0(7)R«°;65— J^tC 
^^oT^*M^*5j;tJ?0. N*5j;t>*S;O^P>il{m6 0~2#|(7)^7=-nJ!M^^ 
6M*-ec7)^^^;bb. 
25 R'°{m/m7'/W=3r/K fSaT/l^^^/K f£mT/^=3r^/K CHFg. CF3. 
N (R5°) 2. Ph (R«°) a^fcfiCHgPh (R«°) 2^^;bU 
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mi^m^m^i^. ^(Dm^^mi-ico, s (o c=c. Tir^i^^;^:-^ 

5 R^^f^R^^, |£^T/KJr::^/K -fSaT/^^^^/K OR^^^fcfiS R^^^^;b 

RlOG(j.R4G^ ^^t^jy^Jj^^^ N (R^°) 2. CN. NO2. C (R^°) 3. 

10 OR^°. SR^^^ytflS (O) „GR^°Sr^t3U. 

CO. s (o) „G> c = c^fc{iT-fe^i^^^-^WbTv^-ct>S<. ^^jIc: 
R ^ l^-^rg^^$nTV^-C i < . 
15 R^i^{iR'°i:l^l^E*^S:bL. 

Q^fiCOOH. xh^i/-/K SO3H. t Kn^eihi^^, CONHSO2 
R ^ J:T>*S O2NHC OR ^ 2Gj5^^jg(^^^g^^;j^ 

R^^^fiCFg, {gmr/l^^^/K MT/KJr^/K 'fg:fST/^=3{^c:^/l^*D=t t>'Z ° 
A r ^^;6^fe5g{i;rL5S^^;bU 
20 Z°{iR''<'T'gm^ttTV^Tt>ctV^C 0~4(7)jg^^T'fcl9. 

P> 1 3 G R 9 G ^ [=11^^^ 

Ri^°{iR>°°^fcttNHCOMe ^r^ib-To ) ^^ttS'fk^i^^fctt^n^ 
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10. (1) 6- C (2S, 3S) -3- i4-^ua-2-?<^/U-7=c=^ 
;V7.)Vy^=-fVT^J:^=f-M tf i^i^ n [2. 2. 2] 
;v\ - 5 Z -^^-feV^. 

(2) 8 -i? o nv^^^-y [b , f] [1. 4] t;°:/- 1 0 (11 
5 H) -iJ/Vi^l^^' 2- [l-;r^y-3- ( 4 - tf y i^^yl^) 

(3) N— (3, 5 -v't^ ^/l^^ y:^=^i^V'/^- 4 — f /U><.7I/7}n=/^) —6 
- [N- (5-^5^00-2- {4 )^-f^jV^^-y^ ^^y-yjv) -N-^^/i^ 

10 ^C»f^^*3J;TJ«/^fc«^l5&^iJ„ 
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